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66. (new) The composition according to claim 63. wherein the immunosuppressive 
agent is selected from cyclosporin, FK506, azathioprine. a corticosteroid, and a monoclonal or a 
polyclonal antibody that is able to inactivate an immune molecule or induce destruction of an 
immune cell carrying these molecules. 

67. (new) The composition according to claim 66, wherein the antibody is selected 
from the group anti-CD4, -CD2. -CDS, ^CD8» -CD28, -B7, -ICAM-1 and -LFA-1 antibodies, and 
CTLA4Ig. 

68. (new) The composition according to claim 65, wherein the firet recombinant 
DNA encodes a protein. 

69. (new) The composition according to claim 65. wherein the first recombinant 

DNA encodes a human protein* 

70. (new) The composition according to claim 65» wherein the first recombinant 
DNA encodes a ribozyme or aniisense RNA. 

71. (new) The composition according to claim 65, wherein the first and second 
recombinant DNAs constitute a single transcriptional entity. 

72. (new) The composition according to claim 65, wherein the first and second 
recombinant DNAs include an identical transcriptional promoter. 

73. (new) The composition according to claim 72, wherein the first and second 
recombinant DNAs are inserted in the same orientation. 

74. (new) The composition according to claim 65, wherein the first and second 
recombinant DNAs are inserted into the same region of the adenovirus genome. 

75. (new) The composition according to claim 74, wherein the first and second 
recombinant DNAs are inserted within the El, E3, or E4 regions, 
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76, (new) The composition according to claim 65, wherein the first and second 
recombinant DNAs are inserted into different sites in the adenovirus genome. 

77. (new) The composition according to claim 76, wherein one of the first or second 
recombinant DNAs is inserted within the El region and the other within the E3 or E4 region. 

78, (new) The conaposition according to claim 65, wherein the adenovirus is a 
defective recombinant adenovirus, which encompasses the ITR sequences and a sequence 
permitting encapsidaiion, and which carries a deletion of all or part of the El and E4 genes. 

79. (new) The composition according to claim 65, wherein the adenovirus contains a 
deletion in all or part of the El, E3, LS and E4 genes. 

80. (new) The composition according to claim 65, wherein the recombinant 
adenovirus genome comprises a region of a human Ad 5 or Ad 2 adenovirus. 

81. (new) The composition according to claim 65, wherein the sequence coding for 
an adenoviral gpl9k protein is from a wild type human Ad 5 adenovirus. 

82, (new) The composition according to claim 65, wherein the sequence coding for 
an adenoviral gpl9k protein contains one or more point mutations compared to the wild type 
human Ad 5 adenovirus sequence, and wherein the gpl9k protein retains an immunosuppressive 
activity. 

83, (new) A method for expressing a sequence of interest from an adenovirus 
comprising consecutively or simultaneously administering to a subject an immunosupprcssive 
agent and a recombinant adenovirus, wherein the genome of the adenovirus comprises a first 
recombinant DNA comprising the sequence of interest and a second recombinant DNA 
containing a sequence coding for an adenoviral gpl9k protein, where the sequence of interest is 
expressed from the adenovirus. 
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84. (new) The method according to claim 83, wherein the recombinant adenovirus is 
administered in vivo. 

85. (new) The method according to claim 83, wherein the immunosuppressive agent 
is selected from cyclosporin, FK506, azathioprine, a corticosteroid, and a monoclonal or a 
polyclonal antibody thai is able to inactivate an immune molecule or induce destruction of an 
immune cell carrying these molecules. 

86. (new) The method according to claim 85, wherein the antibody is selected from 
the group anti-CD4, -CD3, -CD8» -CD28, -B7. -ICAM-1 and -LFA-1 antibodies, and 
CTLA4lg. 

87. (new) The method according to claim 83, wherein the sequence coding for an 
adenoviral gpl9k protein is from a wild type human Ad 5 adenovirus. 

88. (new) The method according to claim 83, wherein the sequence coding for an 
adenoviral gpl9k protein contains one or more point mutations compared to the wild type human 
Ad 5 adenovirus sequence, and wherein the gpl9k protein retains an immunosuppressive 
activity. 

89. (new) The method according to claim 83, wherein the first recombinant DNA 
encodes a protein. 

90. (new) The method according to claim 83, wherein the first recombinant DNA 
encodes a human protein. 

91 . (new) The method according to claim 83, wherein the first recombinant DNA 
encodes a ribozyme or anti sense RNA, 

92. (new) The method according to claim 83, wherein the first and second 
recombinant DNAs constitute a single transcriptional entity. 



4 



05/21/2002 



16:43 



WILEY, REIN, & FIELDING -> 7033klbJeJl4 




PATENT 
Serial No. 08/894,246 
Atty Docket No,: EX95001 



93. (new) The method according to claim 83, wherein the first and second 
recombinant DNAs each include an identical transcriptional promoter. 

94. (new) The method according to claim 93. wherein the first and second 
recombinant DNAs are inserted in the same orientation. 

95. (new) The method according to claim 83, wherein the immunosuppressive agent 
is administered both before and after administration of the adenovirus* 

96. (new) The method according to claim 83, wherein the immunosuppressive agent 
and the recombinant adenovirus are administered simultaneously, 

97. (new) The method according to claim 83, wherein the adenovirus is administered 
by injection. 

98. (new) The composition according to claim 65, wherein the first recombinant 
DNA comprises a coding sequence for p53, aFGF, bFGF, factor Vm, or factor K. 

99. (new) The composition according to claim 96, wherein the first recombinant 
DNA comprises a coding sequence for p53. 

100. (new) The method according to claim 83, wherein the first recombinant DNA 
comprises a coding sequence for p53, aFGF, bFGF, factor VIII, or factor IX. 

101. (new) The method according to claim 100. wherein the first recombinant DNA 
comprises a coding sequence for p53. 

102. (new) A method of prolonging the survival of a cell expressing a sequence of 
interest, comprising 

introducing a recombinant adenovirus to a cell of an animal, the genome of the 
adenovirus comprising a first recombinant DNA containing the sequence of interest and a second 
recombinant DNA containing a sequence coding for an adenoviral gpl9k protein. 



PATENT 
Serial No. 08/894.246 
Any Docket No.; EX95001 

treating the animal with an immunosuppressive agent, and 
detecting the presence of niRNA or protein expressed from the sequence of interest, 
whereby the expression of the sequence of interest results in prolonged cell survival. 

103. (new) The method according to claim 1 02. wherein the sequence of interest 
encodes a protein, ribozyme, or antisense RNA. 

104. (new) The method according to claim 102, whei-ein the sequence of interest 
encodes a human protein. 

105. (new) The method according to claim 104, wherein the sequence of interest 
comprises a coding sequence for p53, aFGF, bFGF, factor Vffl, or factor K. 

106. (new) The method according to claim 105, wherein the sequence coding for an 
adenoviral gplQk protein is from a wild type human Ad 5 adenovirus. 

107. (new) The method according to claim 102, wherein the sequence coding for an 
adenoviral gpl9k protein contains one or more point mutations compared to the wild type human 
Ad 5 adenovirus sequence, and wherein the gpl9k protein retains an immunosuppressive 
activity. 

108. (new) The method according to claim 105. wherein the sequence of interest 
comprises a coding sequence for p53. 
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